Summary. The 
INTRODUCTION
Considerable attention has been paid in recent years to the study of nonsteroidal compounds which inhibit gonadal activity and other associated endocrine functions (Fridhandler & Pincus, 1964; Lerner, 1964; Kind, Maqueo & Dorfman, 1965; Nelson, 1965) . Clomiphene, 1 -[-/>(/J-diethy 1-aminoethoxy)-phenyl]-l-2, diphenyl-2-chloroethylene, a non-steroidal triphenyl derivative of chlorotrianisene, has varied biological effects in animals and man. It is known to inhibit endogenous gonadotrophic activity and to reduce fertility in rats and rabbits (Holtkamp, Greslin, Root & Lerner, 1960 ; Barnes & Meyer, 1962; Chang, 1964; Prasad, Kalra & Segal, 1965;  Davidson, Wada & Segal, 1965; . Brief reports on the effects of clomiphene on the reproductive physiology of male rats (Holtkamp et al., 1960; Nelson & Patanelli, 1962; Nelson, 1965) show that clomiphene inhibits testicular function. On the other hand, Heller & Moore (1963) , Jungck, Roy, Greenblatt & Mahesh (1964) and Mellinger & Thompson (1966) In all the clomiphene-fed groups, the weights of the thyroid and adrenal glands did not differ significantly from those of the olive oil or untreated controls (Tables 1 and 2 ). However, rats treated with oestrogen and the highest dose of clomiphene (1 mg/day) showed a marked reduction in the weight of the thyroid ( Table 2 ). The pituitaries of the 125 and 250 µg/day clomiphene-fed groups were significantly reduced in weight while the weights of the pituitaries of the other treated groups did not differ from those of the controls (Tables 1 and 2 ). Fig. 12 ). Spermatogenesis in the controls was normal (PI. 3, Fig. 13 ). Four female rats of proved fertility, which were caged with the recovered male rats, showed six matings during the 90 day period. One rat mated five times but did not show any signs of pregnancy while the other three females had five litters during the same period, with an average litter-size of five Fig. 15 ). With increase in the dose of clomiphene to 1 mg/day, the gonadotrophs are completely degranulated and are indistinguish¬ able from the chromophobes ; there is an apparent increase in the number of orangeophilic acidophils (PI. 4,  Fig. 16 ). A similar picture is seen in the pituit¬ aries of rats treated with 5 µg of oestradiol per day (PI. 4, Fig. 17 ). In another study (Lerner, 1964; Emmens, 1965) and this apparently accounts for its greater antigonadotrophic activity. Our observations on the effect of clomiphene on the pituitaries of ovariectomized rats, cited earlier, indicate that the effects of clomiphene are similar to those of oestrogen. Degranulation of gonadotrophs, decrease in gonadotrophin content, hypertrophy and hyperplasia of acidophils are well known effects of oestrogens (Greep & Jones, 1950; Purves, 1961) .
Recovery
The general conclusion which can be drawn from this discussion and a perusal of the literature is that clomiphene and related compounds may act as oestrogens on some tissues and as anti-oestrogens on other target sites depending upon the threshold for the different target organs. Our studies indicate that at the dose level of 250 jug and 1 mg/day, clomiphene inhibited the development of the testis and accessory glands but the same dose did not produce fibromuscular hypertrophy of the seminal vesicle. On the other hand, 5 µg of oestrogen caused a marked fibromuscular hypertrophy of the seminal vesicles. Lerner (1964) observed that MER-25 selectively inhibited scrotal development, without in any way affecting the development and activity of the testis, indicating a differential target organ response to the weak oestrogenicity of the compound. At the dose levels we have used, clomiphene inhibits both scrotal and gonadal development, possibly indicating the higher oestrogenicity of the compound.
The testis and accessory glands of reproduction recover from the inhibitory effects of clomiphene within 30 days following withdrawal of treatment.
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The weights of the testes increased gradually following cessation of treatment and returned to 67% of those of the controls at the end of 30 days; at the same time the accessory glands showed a lag in recovery as evidenced by the weights of seminal vesicle and ventral prostate which recovered to 54% and 57% of those of the control values respectively. It is interesting to note that the accessory reproductive organs recover earlier than the testes in rats treated with stilboestrol (Snair, Jaffray, Grice & Pugsley, 1954) .
Recently Kar Fig. 2 . Interstitial cells are non-secretory. x350. Fig. 4 . Transverse section of the testis of a 78-day-old rat treated with 1 mg of clomiphene per day. The effect of the drug on spermatogenesis is the same as that in Fig. 3 Interstitial cells are secretory. 
